. Elution profile of CYP1A1-, glycine and BSA-conjugated Sepharose 4B column chromatography. HPLC chromatograms of styrene oxide hydrolase metabolites formed by purified mEH. i. s.; internal standard, S; (S)-styrene glycol and R; (R) styrene glycol. [ABSTRACT] Interaction between cytochrome P450 (P450) and other sorts of drug metabolizing enzymes was studied by affinity chromatography with CYPIAI-conjugated column. Solubilized rat liver microsomes were charged onto the column and the eluate was analyzed by immunoblotting. The result showed that the CYPIAI column effectively trapped microsomal epoxide hydrolase (mEH) and UDP-glucuronosyltransferase (UGT) as well as NADPH-P450 reductase. Non-drug metabolizing enzymes such as calnexin and protein disulfide isomerase did not show any affinity to the column. Neither BSA nor glycine-conjugated column could trap microsomal protein. These results strongly suggest the specific interaction between P450 and mEH/UGT. When estimated using stereo selective hydrolysis for styrene oxide as the index, the function of rat mEH was enhanced by co-incubation with CYPIAI, 2B1 and 2C11. The same picture was also seen for the interaction between dog mEH and CYP2B I 1/3A 12. These results suggest that P450 interacts with mEH and UGT to facilitate a series of multistep metabolic conversion.
[REFERENCES] 1. Cawley, G.F. et al., Biochemistry, 34: 1244 -1247 (1995 . 2. Backes, W.L. et al., Biochemistry, 37: 12852-12859 (1998 ). 3.Yamazaki, H. et al., Arch. Biochem. Biophys., 342: 329-337 (1997 ). 4. Ikushiro, S. et al., Biochemistry, 36: 7154-7161 (1997 . 5. Meech, R., and Mackenzie, P.I., J. Biol. Chem., 272: 26913-26917 (1997 ). 6. Taura, K. et al., Biochem. Biophys. Res. Commun., 273: 1048 -1052 (2000 .
